
WHAT I? CI /^IMFP IS: 

1 A ccmposmon for reversing ar, ongoing adirse imnrune re5por,se in a 
5 patient, which comprises a therapeutical^ e«e^e an,ount o. a proteasome 

inhlMor and a pharmaceutically acoeptabteranWr. 

2 The compositbn of clai«r<^rein sai/ev^al of said immune response 
is a consecuence of alilf^tering said pro/ason^ '*''!°^^".::!!?!" 



10 



activation of T-cells^id 
immune response. 

3. The composition 
autoimmune disease. 



inhibitor reduces Jtivate/T-ceils. thereby reversing said 
of da'"^ 7>^" sa idadverse immune response is an 
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graft reje 



tion. 
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admin.tere}w£^^^^^ ^ "^^"^ ' 



said^averselrmlune ralsponse. 
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f .i„rif claim^ 1 wherein said proteasome 

6. The composiyon ofw««w Claim? I 

inhibitor is lactocysj/n or an analogue thereof. ^ 

L f.^^^^ claim^ 44^. which is to be administered 
7 The compibsition of^^S^^^ ciaim* 

to said patient Jleast 24h after a graft transplantation.^ 
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8. The composition of 
suppressive iirug. 



claim^ 1 ^"rt*^®"^ comprising an immuno- 



9. Th/composition of claim 8. wherein said immuno-suppressive drug is 
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selected from the group consisting of cyclosporin A. rapafmycin and FK506. 

10. A composition which comprises an effectiv^amount of a proteasome 
inhibitor for disrupting mitochondrial function by blocking electron transport and/or 
inducing cytochrome C leakage from the mitochorjtlria. which results in caspase 
activation and leads to cell apoptosis. 

11. The composition of cjaim lO^x^her^pin said/proteasome inhibitor is 
lactocystin or an analogue thereof. 

12. The composition of daim 11, wtycjy^lleviates a pathological condition 
having high mitochondriaKactivity. 

13. The composition of cfaim l/jSB^> ^or the treatment of a pathological 
condition selected yomthe group insisting of cancer, inflammation and adverse 
immune response 



14. Acompo^tion 
synthase gene 
inhibitor. 



for disri/Dting nitric oxide synth^^ by inhibiting nitric oxide 
ekpression, wnich comprises an effective amount of a proteasome 



15. The comp^^sttro^^fif claim 14, wherein said proteasome inhibitor is 
lactocystin or an anjalogueythereof. 

25 16. The composmon of claim 15, wherein said composition alleviates a 
pathological condition having upregulated nitric oxide synthase expression. 

17. The combosition of claim 16, wherein said pathological condition is 
inflammation or septic shock. 



18. A rnethod_&M--SGi^e^ u coiipound for proteasome inhibition activityr 
TfcFTcomprises: obtaining a mammalian cell lysate comprising proteasomes, a 



I 



61 



partially purified proteasomes preparation or a purified proteasomes preparatpc 
tagging at least one peptide substrate specific to a known proteasome prdtease 
activity; combining said proteaspmes^and said at least one teg^d peptide 
substrate; contacting the so ajmbined proteasohies/taggedpe|5{ide substrate with 
said compound; said at leafet one tagged peptidejsub^frate fails to release tag if 
said compound is a proteasome inhibitor, apd"6eracting a decrease or absence of 
the released tag in the presence of saidcompound relating to the released tag in 
the absence of said comp[oun^.^an indication of proteasome inhibition activity for 
said compound. 



19. The metb<Jcl of claim 1^^^herein said at least 
is a fluorogeflic peptide 




tagged peptide substrate 



20x The method of claim 18 jg^i, wherein said proteasome protease activity 
1s trypsin-like chymotrypsin-like or peptidylglutamyl-peptide hydrolyzing activity. 



